Structural factors governing agonist and antagonist activity in the GABAA system.
By comparing the structures of GABA and semi-rigid GABAA analogues, a distinction between structural requirements for agonist and antagonist activity at the GABAA receptor has been suggested, based on differences in arrangements of charge centres. However, additional structural distinction(s) appear to be necessary since the GABA molecule itself can attain the arrangements suggested for both agonist and antagonist activity, and GABA is not an antagonist. We now propose that a specifically located benzene ring and steric effects in the N+ region are also involved in distinguishing between GABAA-active compounds.